=> d his 



(FILE 'HOME' ENTERED AT 14:48:07 ON 02 NOV 2 0 04) 

FILE 'CAPLUS' ENTERED AT 14:48:16 ON 02 NOV 2004 
LI OS WO03057217/PN 

L2 IS WO2003057217/PN 

SELECT L2 1 RN 
L3 16405 S E1-E7 

FILE 'REGISTRY' ENTERED AT 14:49:33 ON 02 NOV 2004 
L4 IS 122111-03-9/RN 

SET NOTICE 1 DISPLAY 
SET NOTICE LOGIN DISPLAY 

FILE 'REGISTRY' ENTERED AT 14:49:53 ON 02 NOV 2004 
L5 IS 152044-54-7/RN 

SET NOTICE 1 DISPLAY 
SET NOTICE LOGIN DISPLAY 
L6 OS WO9902514/PN 

FILE 'CAPLUS' ENTERED AT 14:51:49 ON 02 NOV 2004 
L7 0 S L6 

L8 IS WO9902514/PN 

SELECT L8 1 RN 
L9 35596 S E8-E82 

FILE 'REGISTRY' ENTERED AT 14:59:11 ON 02 NOV 2004 
L10 1 S 219989-84-1/RN 

SET NOTICE 1 DISPLAY 
SET NOTICE LOGIN DISPLAY 

FILE 'REGISTRY' ENTERED AT 15:00:36 ON 02 NOV 2004 
Lll 1 S 208521-14-6/RN 

SET NOTICE 1 DISPLAY 
SET NOTICE LOGIN DISPLAY 

FILE ' CAPLUS ' ENTERED AT 15:02:20 ON 02 NOV 2004 
L12 59 S E24-E75 

L13 40 S L12 AND (CANCER# OR TUMOR# OR NEOPLAS? OR PROLIFERA?) 



= > 



=> s e24-e75 

3 219989-70-5/BI 
3 219989-71-6/BI 
3 219989-72-7/BI 
3 219989-73-8/BI 
3 219989-74-9/BI 
3 219989-75-0/BI 

3 219989-76-1/BI 

4 219989-77-2/BI 
3 219989-79-4/BI 
3 219989-80-7/BI 
3 219989-81-8/BI 

1 219989-82-9/BI 
3 219989-83-0/BI 

47 219989-84-1/BI 
3 219989-85-2/BI 
14 219989-87-4/BI 

5 219989-88-5/BI 
3 219989-89-6/BI 
3 219989-90-9/BI 

3 219989-91-0/BI 

4 219989-92-1/BI 
3 219989-93-2/BI 
3 219989-94-3/BI 
3 219989-95-4/BI 
3 219989-96-5/BI 
3 219989-97-6/BI 
3 219989-98-7/BI 
3 219989-99-8/BI 
3 219990-00-8/BI 
3 219990-01-9/BI 
3 219990-02-0/BI 
3 219990-03-1/BI 
3 219990-04-2/BI 
3 219990-05-3/BI 

2 219990-06-4/BI 
2 219990-07-5/BI 
2 219990-08-6/BI 
1 219990-09-7/BI 

1 219990-10-0/BI 

2 219990-11-1/BI 

3 219990-12-2/BI 

2 219990-13-3/BI 

3 219990-14-4/BI 
2 219990-15-5/BI 
2 219990-16-6/BI 
1 219990-18-8/BI 

1 219990-21-3/BI 

5 219990-23-5/BI 
5 219990-25-7/BI 
9 219990-27-9/BI 

2 219990-29-1/BI 
1 219990-32-6/BI 

L12 59 (219989-70-5/BI OR 219 989-71-6/BI OR 219989-72-7/BI OR 219989-73 

-8/BI OR 219989-74-9/BI OR 219 989-75-0/BI OR 2 1 9 98 9 - 76 - l/BI OR 



219989- 


77-2/BI 


OR 


219989- 


79-4/BI 


OR 


219989- 


80-7/BI 


OR 


219989- 


81- 


8/BI OR 


219989 


-82- 


9/BI OR 


219989 


-83- 


0/BI OR 


219989- 


84- 
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219989- 


85-2/BI 


OR 


219989- 


87-4/BI 


OR 


219989- 


88-5/BI 


OR 


219989- 


89- 
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219989 


-90- 


9/BI OR 


219989 
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0/BI OR 


219989- 


92- 


1/BI OR 




219989- 


93-2/BI 


OR 


219989- 


94-3/BI 


OR 


219989- 


95-4/BI 


OR 


219989- 


96- 


5/BI OR 


219989 


-97- 


6/BI OR 


219989 


-98- 


7/BI OR 


219989- 


99- 


8/BI OR 




219990- 


00-8/BI 


OR 


219990- 


01-9/BI 


OR 


219990- 


02-0/BI 


OR 


219990- 


03- 


1/BI OR 


219990 


-04- 


2/BI OR 


219990 


-05- 


3/BI OR 
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06- 


4/BI OR 




219990- 


07-5/BI 


OR 


219990- 


08-6/BI 


OR 


219990- 


09-7/BI 


OR 


219990- 


10- 


0/BI OR 


219990 


-11- 


1/BI OR 


219990 


-12- 


2/BI OR 
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13- 


3/BI OR 
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OR 


219990- 


15-5/BI 


OR 


219990- 


16-6/BI 


OR 


219990- 


18- 


8/BI OR 


219990 


-21- 


3/BI OR 


219990 


-23- 


5/BI OR 


219990- 


25- 


7/BI OR 




219990- 


27-9/BI 


OR 


219990- 


29-1/BI 


OR 


219990- 


32-6/BI) 









=> s 112 and (cancer! or tumor# or neoplas? or prolifera?) 
23 6481 CANCER# 
3 61213 TUMOR# 
3 8703 9 NEOPLAS? 
203737 PROLIFERA? 

L13 40 L12 AND (CANCER# OR TUM0R# OR NEOPLAS? OR PROLIFERA? ) 



L10 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 219989-84-1 REGISTRY 

CN 17-Oxa-4-azabicyclo [14 .1.0] heptadecane-5 , 9-dione, 7, 11-dihydroxy- 

8, 8, 10, 12, 16-pentamethyl-3- [ (IE) -l-methyl-2- (2-methyl-4-thiazolyl) ethenyl] 
, (IS, 3S, 7S, 10R, US, 12S, 16R) - (9CI) (CA INDEX NAME) 

OTHER NAMES : 

CN Azaepothilone B 

CN BMS 247550 

CN BMS 247550-1 

CN Ixabepilone 

FS STEREOSEARCH 

MF C27 H42 N2 05 S 

SR CA 

LC STN Files: AD IS INSIGHT, BIOSIS, CA, CAPLUS, CASREACT, EMBASE, 

I MS PATENTS , IMSRESEARCH, IPA, MEDLINE, MRCK* , PHAR, PROUSDDR, RTECS* , 
TOXCENTER, USAN, US PAT 2 , US PAT FULL 

(*File contains numerically searchable property data) 

DT . CA CAplus document type: Journal; Patent 

RL.P Roles from patents: BIOL (Biological study); PREP (Preparation); PROC 

(Process) ; PRP (Properties) ; RACT (Reactant or reagent) ; USES (Uses) 
RLD.P Roles for non-specific derivatives from patents: BIOL (Biological 

study) ; PREP (Preparation) ; USES (Uses) 
RL.NP Roles from non-patents: BIOL (Biological study); PREP (Preparation); 

PROC (Process) ; PRP (Properties) ; RACT (Reactant or reagent) ; USES 

(Uses) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 



Me 




OH 



♦♦PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* * 

47 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
47 REFERENCES IN FILE CAPLUS (1907 TO DATE) 
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USA 
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Patent 
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KIND 
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DATE 
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138 :24591 

Preparation of epothilone derivatives for therapeutic 
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Bristol-Myers Squibb Company, USA 
PCT Int . Appl . , 83 pp . 
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PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
REFERENCE COUNT : 



Sidney Kimmel Comprehensive Cancer Centre at Johns 
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RU, SD, SE, SG, SI, SK, SL, TJ, TM, TN, TR, TT, TZ, 
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We have evaluated two synthetic epothilone analogs lacking the 
12 , 13 -epoxide functionality, 12 , 13 -desoxyepothilone B (dEpoB) , and 
12 , 13 -desoxyepothilone F (dEpoF) . The concns . required for 50% growth 
inhibition (IC50) for a variety of anticancer agents were measured in 
CCRF-CEM/VBL10 0 0 cells (2,048-fold resistance to vinblastine). By using 
dEpoB, dEpoF, aza-EpoB, and paclitaxel, the IC50 values were 0.029, 0.092, 
2.99, and 5.17 n-M, resp . These values represent 4-, 33.5-, 1,423- and 
3, 133 -fold resistance, resp., when compared with the corresponding IC50 in 
the parent [nonmultiple drug-resistant (MDR) ] CCRF-CEM cells. We then 
produced MDR human lung carcinoma A549 cells by continuous exposure of the 
tumor cells to sublethal concns. of dEpoB (1.8 yr) , vinblastine 
(1.2 yr) , and paclitaxel (1.8 yr) . This continued exposure led to the 
development of 2.1-, 4,848-, and 2, 553 -fold resistance to each drug, resp. 
The therapeutic effect of dEpoB and paclitaxel was also compared in vivo 
in a mouse model by using various tumor xenografts . DEpoB is 
much more effective in reducing tumor sizes in all MDR 
tumors tested. Anal, of dEpoF, an analog possessing greater aqueous 
solubility than dEpoB, showed curative effects similar to dEpoB against K562, 
CCRF-CEM, and MX-1 xenografts. These results indicate that dEpoB and 
dEpoF are efficacious antitumor agents with both a broad chemotherapeutic 
spectrum and wide safety margins . 
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BMS-247550, a novel epothilone derivative, is being developed by Bristol-Myers 
Squibb Company (BMS) as an anticancer agent for the treatment of patients 
with malignant tumors- BMS-247550 is a semisynthetic analog of 
the natural product epothilone B and has a mode of action analogous to 
that of paclitaxel (i.e., microtubule stabilization). In vitro, it is 
twice as potent as paclitaxel in inducing tubulin polymerization Like 
paclitaxel, BMS-247550 is a highly potent cytotoxic agent capable of 
killing cancer cells at low nanomolar concns . Importantly, 
BMS-247550 retains its antineoplastic activity against human 
cancers that are naturally insensitive to paclitaxel or that have 
developed resistance to paclitaxel, both in vitro and in vivo. 
Tumors for which BMS-247550 demonstrated significant antitumor 
activity encompass both paclitaxel-sensitive and -refractory categories, 
i.e., (a) paclitaxel-resistant : HCT116/VM46 colorectal (multidrug 
resistant), Pat-21 breast and Pat-7 ovarian carcinoma (clin. isolates; 
mechanisms of resistance not fully known) , and A2780Tax ovarian carcinoma 
(tubulin mutation); (b) paclitaxel-insensitive : Pat-26 human pancreatic 
carcinoma (clin. isolate) and M5076 murine fibrosarcoma; and (c) 
paclitaxel sensitive: A2780 ovarian, LS174T, and HCT116 human colon 
carcinoma. In addition, BMS-247550 is p.o. efficacious against preclin. 
human tumor xenografts grown in immunocompromised mice or rats. 
Schedule optimization studies indicate that BMS-247550 is efficacious when 
administered frequently (every 2 days + 5) or intermittently (every 
4 days + 3 or every 8 days + 2) . These efficacy data 

demonstrate that BMS-247550 has the potential to surpass Taxol in both 
clin. efficacy and ease of use (i.e., less frequent treatment schedule 
and/or oral administration). 
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Journal 
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CASREACT 135:107175 
The total syntheses of 12 , 13 , 15-desoxy- 15 (S ) -aza-epothilone B (aza-dEpoB; 
dEpoB-lactam) and 12, 13 , 15-desoxy-15 (R) -aza-epothilone B 
(15-epi-aza-dEpoB; 15-epi-dEpoB-lactam) have been accomplished via a 
highly convergent strategy. We have also successfully oxidized 
12 , 13 , 15-desoxy-15 (S) -aza-epothilone B to aza-epothilone B (aza-EpoB; 
EpoB-lactam) . Aza-epothilone B has been advanced to phase I clin. trials 
by the Bristol-Myers Squibb group. Our synthesis is efficient and was 
amenable to the production of significant quantities of these lactams. Using 
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our fully synthetically derived lactams, in vitro and in vivo studies were 
conducted in comparison with advanced clin. candidates, 

12 , 13 -desoxyepothilone B and 12 , 13 -desoxyepothilone F, also derived by 
total synthesis. 
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